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Questions and answer s on thereview of medicines containing methylphenidate

The European Medicines Agency (EMEA) has completed a review of the safety of medicines
containing methylphenidate. The Agency’s Committee for Medicinal Products for Human Use
(CHMP) has concluded that the benefits of these medicines continue to outweigh their risks when used
to treat children aged six years and above and adolescents with attention deficit/hyperactivity disorder
(ADHD). However, the Committee has concluded that the prescribing information for these medicines
should be made consistent, in order to maximise their safe use across the European Union (EU). The
review was carried out under an ‘Article 31’ referral ™.

What is methylphenidate?

Methylphenidate is a medicine that is used to treat children aged six years and over and adolescents
who have ADHD. It belongs to a group of medicines called ‘ psychostimulants . Methylphenidate has
been available since the 1950s, and has become widely used for ADHD since the 1990s. It is available
in all EU Member States as various trade names including Ritalin, Concerta, Equasym, Medikinet and
Rubifen. It is available as ‘immediate-release’ tablets and capsules that release methylphenidate
straight away, and as ‘ modified-release’ tablets that work over afew hours.

What isADHD?

ADHD is a condition in which children show a persistent inability to concentrate, hyperactivity and
impulsive behaviour, and which can lead to psychological, emotional, social and educational
problems.

Methylphenidate-containing medicines can be used to treat ADHD as part of a comprehensive
treatment programme that includes psychological, educational and social interventions. These
interventions may be focussed on the child, parents or teachers, and range from giving information and
advice, to formal psychotherapy. Methylphenidate should only be prescribed under the supervision of
a speciaist in childhood behavioural disorders when other methods have not been successful in
changing behaviour.

In ADHD, methylphenidate is thought to increase the levels of the neurotransmitters noradrenaline and
dopamine in the spaces between nerve cells in some areas of the brain, enhancing activity in areas of
the brain that control attention, the ability to focus, concentration and impulsive behaviours.

Why wer e methylphenidate-containing medicines reviewed?

Over the past few years, concerns have been raised over the safety of methylphenidate, particularly
over the possible risk of cardiovascular disorders (problems affecting the heart and blood vessels) and
cerebrovascular disorders (problems affecting the blood vessels in the brain). Consequently, the
European Commission asked the CHMP to carry out a full assessment of the benefit-risk balance of
methylphenidate-containing medicines and to issue an opinion on whether the marketing
authorisations for medicines containing methylphenidate should be maintained, varied, suspended or
withdrawn across the EU.

! Article 31 of Directive 2001/83/EC as amended, referral under Community interest.
7 Westferry Circus, Canary Wharf, London E14 4HB, UK
Tel. (44-20) 74 18 84 00 Fax (44-20) 74 18 84 16
E-mail: mail@emea.europa.eu  http://www.emea.europa.eu

© European Medicines Agency, 2009. Reproduction is authorised provided the source is acknowledged.



Which data hasthe CHMP reviewed?

The CHMP has reviewed all of the available information on the safety of methylphenidate-containing
medicines. This information came from studies carried out in experimental models and in humans, as
well as information on side effects reported by doctors and patients since the medicines have been
available on the market. The Committee also considered guidelines on the treatment of ADHD and on
the screening and monitoring of patients before and during treatment.

The review focussed on cardiovascular safety (including increased blood pressure and heart rate, and
disruption of the heart rhythm) and cerebrovascular safety (including stroke and migraine). In
addition, the review looked at whether there is any evidence for a link between methylphenidate and
psychiatric (mental) problems, reduced growth and sexual maturation. It also looked at information on
the long-term effects of treatment.

What arethe conclusions of the CHMP?

The Committee concluded that there was no need for an urgent restriction to the use of
methylphenidate-containing medicines and that the benefits of methylphenidate-containing medicines
continue to outweigh their risks, when they are used in their approved indication for children aged six
years or over and adolescents with ADHD, as part of comprehensive treatment programmes. However,
it concluded that new recommendations on prescribing the medicines and on pre-treatment screening
and ongoing monitoring of patients are needed to maximise the safe use of these medicines.

Because the information provided to doctors on the safety of methylphenidate is not consistent across
the EU, the Committee concluded that the product information of all methylphenidate-containing
medicines authorised in the Member States should contain the following information:

o before treatment, all patients should be screened to see if they have any problems with their blood
pressure or heart rate. The family history of cardiovascular problems should also be checked. Any
patients with these problems should not be treated without specialist evaluation;

e during treatment, blood pressure and heart rate should be monitored regularly. Any problems that
develop should be investigated promptly;

e thereisalack of information on the long-term effects of methylphenidate. For patients who take
methylphenidate for more than a year, doctors should interrupt treatment at least once a year to
determine whether continued treatment with methylphenidate is necessary;

e the use of methylphenidate could cause or worsen some psychiatric disorders such as depression,
suicidal thoughts, hogtility, psychosis and mania. All patients should be carefully screened for
these disorders before trestment and monitored regularly for psychiatric symptoms during
treatment;

e the height and weight of patients treated with methylphenidate should be monitored during
treatment.

The CHMP aso recommended that ‘risk management plans' be put in place to monitor the safety of
methylphenidate-containing medicines and minimise any possible long-term risks of their use. The
plans should include educational materials for doctors who will prescribe methylphenidate. The
Committee also recommended that information from ongoing studies into the medicine’ s safety should
be evaluated as soon as it becomes available, and that further studies should be carried out on the long-
term effects of methylphenidate.

The full changes to be made to the prescribing information are given here.

What aretherecommendationsfor patientsand prescribers?

o Methylphenidate-containing medicines remain suitable for the treatment of children aged six years
or over and adolescents with ADHD as part of comprehensive treatment programmes.

e These medicines should only be prescribed and used in accordance with the updated prescribing
information.

e Patients, parents or guardians who have any questions should speak to their doctor or pharmacist.
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